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DECLARATION OF DR. RIMA ROZEN UNDER 37 CF.R. § 1.132 
TRAVERSING GROUNDS OF REJECTION 

Under 37 C.F.R,§ 1.132, 1 declare: 

1 . I am the inventor of the subject matter described and claimed in the 
above-captioned patent application. 

2. I have read the Office Action mailed on November 19, 2003. 

3. Diseases (e.g., schizophrenia, premature vascular disease, and arterial 
and venous thrombotic phenomena) associated with an MTHFR mutation that 
reduces MTHFR enzyme activity or thermostability share a common defect in 
folate metabolism that increases plasma levels of homocysteine and contributes to 



disease pathology. As disclosed in our specification, we have found that 
schizophrenia is correlated with an MTHFR C677T mutation, and that patients 
having this mutation typically have increased levels of homocysteine. Given these 

i 

facts, it is reasonable to expect that methods that normalize levels of 
homocysteine, such as increasing plasma folate levels, would prevent or delay a 
schizophrenia associated with an MTHFR C677T mutation. 

4. In addition, increasing folic acid levels prevents or delays diseases 
associated with high levels of homocysteine in individuals having any type of 
MTHFR mutation that reduces enzyme activity or thermostability. 

5. Based on our results with drug responsiveness in patients carrying the 
heterozygous MTHFR C677T mutation, one skilled in the art would expect that 
patients carrying mutations that have similar effects on the biochemical 
characteristics of MTHFR would also share a similar responsiveness to a 

neuroleptic therapy. 

6. I hereby declare that all statements made herein of my own knowledge 
are true and that all statements made on information and belief are believed to be 
true; and further that these statements were made with the knowledge that willful 
false statements and the like so made are punishable by fine or imprisonment, or 
both, under Section 1001 of Title 18 of the United States Code and that such 
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willful false statements may jeopardize the validity of the application or any 
patents issued thereon. 




Dr. Rima Rozen 
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